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Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 

DECLARATION UNDER 37 CF.R. Section 1 .131 

I, Panagiotis Kanakaris, do hereby declare as follows: 

1 . I am a co-inventor of the invention in claims 27-3 1 , 33-42 and 48-54 of the 
patent application identified above. 



2. Prior to October 20, 1997, Petros Karouzakis and I completed our invention as 
described and claimed in the subject application in Greece, a WTO country as 
evidenced by the following: 



a. Prior to October 20, 1997, we conceived of the idea of using 
misoprostol or misoprostol acid in a topical administration to the clitoris or 
vagina of a subject for treating female sexual dysfunction. I then prepared 
formulations consisting of misoprostol taken from Cytotec® tablets. A copy 
of my pharmacy lab book pages with my notes on the formulations is attached 
as Exhibit A. An English translation of the lab book pages is attached as 
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Exhibit B. All of the lab book pages in Exhibits A and B bear dates prior to 
Oct. 20, 1997 and describe formulations prepared prior to Oct. 20, 1997. The 
dates were masked along with some personal information to maintain 
confidentiality. 

b. Subsequent to the events described above in paragraph 2a, but still 
prior to October 20, 1997, we tested the method on female subjects. The tests 
involved topical administration of tested formulations to the clitoris or vagina 
of the patient. Test results from a number of patients are provided in Exhibit 
C. All test results in Exhibit C were produced prior to October 20, 1997. An 
indication of + means "tumescence of clitoris, lubricating and reddening of the 
vagina" which is generally associated with pleasurable feeling and sensation 
in the vagina, feeling of pulses and sexual desire. An indication of - means 
"no response." 

c. Reviewing the results of Exhibit C, the test in Table A was conducted 
with the misoprostol formulation set forth at page 26, second item of the lab 
book pages of Exhibits A and B. The placebo trial was conducted with K-Y® 
jelly. A positive response was noted for misoprostol but not for the placebo. 

The test in Table B was conducted with the misoprostol formulation set forth at 
page 26, third item of the lab book pages of Exhibits A and B. The placebo 
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trial was conducted with K-Y® jelly. A positive response was noted for 
misoprostol but not for the placebo. 

The test in Table C was conducted with the misoprostol/alprostadil formulation 
set forth at page 27, first item of the lab book pages of Exhibits A and B. A 
positive response was noted for misoprostol/alprostadil formulation. 

The test in Table D was conducted with the misoprostol/a-cyclodextrin 
formulation set forth at page 30, first item of the lab book pages of Exhibits A 
and B. A further test was conducted with an alprostadil (PGEi) formulation. 
A placebo trial was conducted with K-Y® jelly. A positive response was 
noted for misoprostol but not for the alprostadil or the placebo. 

The test in Table Ej was conducted with the misoprostol formulation set forth 
at page 30, third item of the lab book pages of Exhibits A and B. The placebo 
trial was conducted with Bepanthene Cream®. A positive response was noted 
for misoprostol but not for the placebo. 

The test in Table E2 was conducted with the misoprostol formulation set forth 
at page 30, third item of the lab book pages of Exhibits A and B. The placebo 
trial was conducted with Bepanthene Cream®. A positive response was noted 
for misoprostol but not for the placebo. 
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The test in Table E3 was conducted with the misoprostol formulation set forth 
at page 30, third item of the lab book pages of Exhibits A and B. The placebo 
trial was conducted with Bepanthene Cream®. A positive response was noted 
for misoprostol but not for the placebo. 

The test in Table F was conducted with the misoprostol formulation set forth at 
page 32, second item of the lab book pages of Exhibits A and B. The placebo 
trial was conducted with Bepanthene Cream®. A positive response was noted 
for misoprostol but not for the placebo. 

The test in Table G was conducted with the misoprostol formulation set forth 
at page 37, first item of the lab book pages of Exhibits A and B. The 
formulation was applied on four separate occasions in different amounts as set 
forth below the Table G. A positive response was noted for lml., 1.5 ml. and 
2.0 ml. of the misoprostol formulation but not for 0.5 ml. 

d. We were pleased with the results of these tests. Specifically, we were 
pleased that the formulations with misoprostol performed satisfactorily for 
their intended purpose. 

3. As noted above, all activities described in this declaration were conducted in 
Greece, a WTO country. 
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■ ■ 4, I hereby declare thai ad statements made of my own knowledge arc Lrue, and 

: thai all statements made on information and belief arc believed to be true; and further, 

; . * at thcsc smteracnta were made with the knowledge that herein willful false 

: statements and the like so made arc punishable by fine or imprisonment, or both, 

; under Suction 1001 or Title 18 of the United States Code, and that such willful false 

; statements may jeopardise the validity of the application or any patent issuing 

1' . * thereon. 
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Panagiotis Kanakaris 
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Request Date: 

Patient's name: Michaelides K. 

Description: Misoprostol 500 (ig 

Jelly basis 1 ml 

For the manufacturing, 2V% Cytotec® tablets were used. The tablets 
were ground, processed with 5 ml alcohol 96°, the solvent was 
evaporated in an air current and the residue was incorporated to a 
lml gel with the following composition: 

Sodium Carboxymethylcellulose 2 g 

Propylene g lycol 25 ml 

Water purified q. s . ad 1 00 ml 

Delivery Date: 

Signature 



Request Date: 
Patient's name: Covered 
Physician's name: Karouzakis Petros 

Description: Ac. Acetic 33% 18.2 g 

Water purif. ad 81.8 g 

Delivery Date: 

Signature 
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Physician's name: Covered 

Description: Papaverine 4% 50 ml 

Phentolamine 1 % 1 0 ml 

PGEi 500 tig/ml 1 ml 

50 Amp x 1 ml were produced in a sterile manner. 
Delivery Date: 

Signature 



Request Date: . 

Physician's name: Karouzakis Petros 

Description: Misoprostol 0.5 g 

HPMC «3000» 4.0 g 
Water purif. to 100 ml 

100 ml were produced for the physician's surgery needs. 
Delivery Date: 

Signature 



Request Date: 

Physician's name: Karouzakis Petros 

Description: Sol. Papaverine 4% 50 ml 

Sterilized via boiling at 100°C for 1 h. 
Delivery: 

Signature 
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Covered, Salonica 

Sterilized for 1 hour, at 100°C. 
Delivery: By mail 



Sol. Papaverine 4% 50 ml 
Signature 



Request Date: 

Physician's name: Karouzakis Petros 
Patient's name: Giannakopoulou Ioanna 
Description: Misoprostol 200 (ig 

K-Y Jelly 0.5 ml 

Delivered: * 

Signature 



Request Date: 

Physician's name: Karouzakis Petros 
Patient's name: Sotiropoulou Sotiria 
Description: Misoprostol 300 jig 

K-Y Jelly 0.5 ml 

Delivery: 

Signature 
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Request Date: . 

Physician's name: Karouzakis P. 

Patient's name: Giannakopoulou Ioanna 

Description: Misoprostol 250 |ig 

Alprostadil 100>g 
K-Y Jelly 0.5 ml 

Delivered on . 

Signature 



Physician's name: Covered 

Description: Papaverine 4% 50 ml 

Phentolamine 1% 10 ml 
PGEi 500ng/ml 0.1 ml 

Produced 20 Amp. x 0.50 ml. Sterile conditions used. 

Signature 



Request Date: ] 
Physician's name: Covered 

Description: Misoprostol 400 ^g/0.5 ml 

in K-Y Jelly 10 ml 

Produced for the physician's surgery needs. 

Signature 
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Request Date: 

Physician's name: Karouzakis Petros 

Description: Misoprostol 400 ^ig/0.5 ml 

Jelly basis q.s. ad 100 ml 

400 Cytotec® tablets were ground and processed with 20 ml 
acetone. The mixture was centrifuged and processed 5 times with 
alcohol (20 ml each time). The supernatant liquid was evaporated 
in an air current and the residue was incorporated to 100 ml gel 
with the following composition: 

Hydroxypropylmethylcellulose « 3000 » 2 g 

Water purif . to 1 00 ml 

Produced for the physician's surgery needs. 
Delivery: 

Signature 



Request Date: 

Physician's name: Pavlou Ioanna, Obstetrician 
Composition: Acid Acetic 33% (BP) 1 8.2 g 

Water purify, q.s. ad 8 1 .8 g 

The solution is intended for medical use. 

Signature 
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Request Date: 

Physician's name: Karouzakis Petros 
Description: Misoprostol 



400 ^ig/0.5 ml 
10 ml 



Jelly basis q.s. ad 



40 Cytotec tablets were ground and processed with 10 ml 
acetone. The mixture was centrifuged and processed 3 times with 
10 ml alcohol 96°C. The supernatant liquid was evaporated in an 
air current and the residue was incorporated to 10 ml gel with the 
following composition: 



Produced for the physician's surgery needs. 

Signature 



Request Date: 

Physician's name: Karouzakis Petros 
Patient's name: - 



HPMC « 3000 » 
Water purif . to 



0.2 g 
10 g 



TRIMIX 10 Amp x 1.0 ml 



Delivered on 



Signature 
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Physician's name: Karouzakis P. 

Patient's name: Giannakopoulou Ioanna 
Patoussa 3 - Athens 

Description: Misoprostol 

a-Cyclodextrin 
Vanishing Cream to 

Delivery: 

Signature & stamp 



500|ig/0.5ml 
1.6% w/v 
10 ml 



Physician's name: Karouzakis Petros 
Patient's name: Giannakopoulou L 
Description: Alprostadil 

K-Y Jelly 

Delivery: 

Signature & stamp 



500 ^ig 
0.5 ml 



Request Date: 

Physician's name: Karouzakis Petros 
Recipient's name: Pavlou Ioanna 

Obstetrician, Chalkida 
Description: Misoprostol 1000 jig/ml 

Vanishing Cr. to 10 ml 

Delivery: 

Signature & stamp 
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Tinct. lode 
Iodine 20.0 
Sodium Iodate 24.0 
Alcohol 96° 500.0 ml 
Water purif. 1000 ml 

For the pharmacy' s needs . 

Signature & stamp 



Physician's name: Karouzakis Petros 

Description: Papaverine 4% 50 ml 

Phentolamine 1 % 1 0 ml 

PGE, 500 ng/ml 1 ml 



50 ml solution was produced in a sterile manner. Delivered on 
■ for his surgery's needs. 

Signature & stamp 
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Request Date: . .„ 

Physician's name: Karouzakis P. 
Patient's " : Kalosaka Sotiria 

Description: Alprostadil 500 ^ig/0.5 ml 

Jelly Basis 30 ml 

Delivery date: 

Signature & stamp 



Request Date: 

Physician's name: Karouzakis P. 
Patient's " : Bogou Sofia 

Description: Misoprostol 200 (ig/0.5 ml 

Vanishing Cream 10 ml 

Delivery date: 

Signature & stamp 



Request Date: 

Physician's name: Covered 

Dentist, Athens 

Description: Edetate Disodium 15% 

Cetrimide 0.15% 
Water pur. q.s. ad 1000 ml 

A 5 1 solution was produced and sterilised at 100°C for 1 hour. 

Delivered on I 

Signature & stamp 
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Request Date: 

Physician's name: Pavlou Ioanna 

Description: Acid Acetic 33% (BP) 1 8.2 g 

Water purif . q.s. ad 8 1 .8 g 

Delivery: 

Signature & stamp 



Request Date: 

Physician's name: Karouzakis Petros 

Description: Sol. Papaverine 4% 50 ml 

Produced in a sterile manner. The solution was sterilized atl00°C 
for 1 hour. 

Delivery: The solution was delivered on and is intended 

for his surgery's needs. 

Signature & stamp 



Request Date: 

Physician's name: Covered 

Description: 

Delivery: ; 



Sol. Papaverine 4% 50 ml 
Signature & stamp 



34 

OFFICIAL STAMP 



Request Date: . A 

Physician's name: Karouzakis P. 
Patient's name: Heckendorf D. 
Description: Misoprostol 500 jig 

Manufacturing: 100 doses as impregnated filter paper, 10x10 cm 2 . 
250 Cytotec® tablets were ground and processed with 50 ml 
acetone. The mixture was centrifuged and the supernatant liquid 
was reduced in an air current to 1/10 of its volume. Subsequently, 
the filter paper was emerged into the solution and left until the 
solvent evaporated completely. Finally, the filter paper was cut to 
100 equal pieces lxl cm 2 . 
Delivery Date: 

Signature & stamp 
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Patient's name: Bogou S. 

Description: HPMC « 3000 » 0.2 g 

Water purif . to 10 g 

Delivered: 

Signature & stamp 



Patient's name: Heckendorf Dorothea 

Description: HPMC « 3000 » 0.2 g 

Water purif. to 10 g 

Delivered: 

Signature & stamp 



Mercurochrome 



Mercurochrome 
Water purif. 

Signature & stamp 



40.0 g 
2000 ml 
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Tinct. lode 

Iodine 20.0 

Sodium Iodate 24.0 

Alcohol 96° 500 ml 

Water purif. 1000 ml 

Signature & stamp 



250 g 
1000 ml 

For the pharmacy's needs. 



Podophyllin 
Benzoin Tinct. q.s. ad 



Patient's name: Bogou Sofia 

Description: Alprostadil 1500 (ig 

Jelly Basis 3 ml 

3 doses of 500 jag/ml were produced. 
Delivery: 

Signature & stamp 
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Request Date: 

Patient's name: Giannakopoulou I. 
Physician's name: Karouzakis P. 

Description: Misoprostol 100 ng/0.5 ml 

Vanishing Cream to 10 ml 

Delivery Date: 

Signature & stamp 



Request Date: 
Patient's name: 
Physician's name: Covered 

Dentist, Athens 

Description: Metronidazole 5.0 g 

CMC-Na 2.0 g 

Propylene Glycol 25 ml 
Water pur. to 100 ml 

Delivery: 

Signature & stamp 
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Patient's name: 

Physician's name: Karouzakis P 
Description: 

Delivery: 



Potassium Citrate 30 % 

Citric acid • 1H 2 0 5% 

Water q.s. ad 1000 ml 

Signature & stamp 



Patient's name: 

Physician's name: Asvestis Ch. 

Description: Papaverine 4% 5 ml 

Phentolamine 1%* 1 ml 
PGEi 500|ig/ml 0.1 ml 

Mixed in sterile conditions. 

* Used one Amp. Rogitin 

Delivered: Himself 

Signature & stamp 



Mercurochrome 



Mercurochrome 
Water 

Signature & stamp 



40.0 g 
2.01 
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